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(57) Abstract 

Compounds represented by general formula (!) (wherein each symbol is as defined in the specification) or pharmacologically 
acceptable salts thereof, a pharmaceutical composition thereof, and use thereof as a pharmaceutical. The compounds and pharmacologically 
acceptable salts (hereof have an excellent Iryptasc inhibitory activity, arc orally administrate, and have a reduced toxicity, thus being useful 
for pharmaceuticals, for example, those for prophylaxis or Ihenipy of allergic diseases and the like, 
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Scope of the patent claims 



1. Compound represented by the formula (I) below, 

or pharmacologically acceptable salt thereof 



0 0 0 0 

if ii n ii 

Z— C — Y -C - (CH,). - X-W -)f- (CHi).-C -IT— C -Z' (I) 



{in the formula, Z and Z' represent 



L U 




(1) (2) 



[where A represents 

NE" NE : 0 

II II A 

E'E^jr-C-, E'E"N-C-NE S - , E'E'' N -<CH*) a — or E'E^N-C — 

15 (E 1 , E 1 ' , E 2 and E 3 represent hydrogen or an aralkyl or 
alkyl group, or a protective group with respect to 
amidino, guanidino or primary amino groups, and may be 
identical or different, E 2 may also represent a 
hydroxy 1 group, and E 1 and E 1 ' may together form a 

20 heterocycle optionally containing a heteroatom; and d 
represents an integer from 1 to 3 ; where when Z and/or 
Z' are formula (2), A represents 

NE 3 

E E 1 ' N -C or E'E''N-(CH,)„ 

25 (where d is 2 or 3) ; L represents — 0 — , — MR 4 — , — S — , 
— SO2 — or — CH 2 — (where R 4 represents hydrogen or an 
alkyl, cycloalkyl, aralkyl or acyl group); U represents 



=CH — or =N — 



30 
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and R 2 and R 3 represent hydrogen, a halogen, or an 
alkyl, trifluoromethyl, hydroxyl, amino, acyl or alkoxy 
group, and may be identical or different] and may be 
identical or different; W represents 

— <CH 2 )i — (in the formula, 1 represents an integer from 





5 



1 to 10), or — ^~ j (in the formula, 

represents a cycloalkylene group of from 3 to 14 carbon 
atoms, a heterocycloalkylene group of from 3 to 14 

10 carbon atoms, an arylene group or a heteroarylene 
group; R 1 represents hydrogen, a halogen, or an alkyl, 
trifluoromethyl, hydroxyl, amino, acyl or alkoxy group; 
and m represents 0 or an integer from 1 to 4); X and X' 
represent oxygen, — NR 5 — (where R 5 represents hydrogen 

15 or an alkyl, cycloalkyl, aralkyl or acyl group) or a 
direct bond, and may be identical or different; and Y 
and Y' represent 

— N N — or — NH — (CHi)c — NH- 

20 

(where a and b represent an integer from 1 to 3 and may 
be identical or different, and c represents an integer 
from 1 to 8) and may be identical or different; and n 
and n' represent 0 or 1 and may be identical or 
25 different}. 

2. Compound or pharmacologically acceptable salt 
thereof as claimed in claim 1, where Z and Z' are 
formula (I) . 

3. Compound or pharmacologically acceptable salt 
3 0 thereof as claimed in claim 1, where Z and Z' are 

formula (II) . 

4. Compound or pharmacologically acceptable salt 
thereof as claimed in claim 1, where W is 
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)> 



(in the formula, each symbol is as defined above) . 

5. Compound or pharmacologically acceptable salt 
thereof as claimed in claim 1, where Y and Y' are 

^(CH,K x 

— N N — 

(CH») „ ^ 

(in the formula, each symbol is as defined above) . 

6. Compound or pharmacologically acceptable salt 
thereof as claimed in claim 1, where A is 



N » NH 
It 8 
HjN -C — or h 2 n-c-NH- 



7. Pharmaceutical composition containing as 

effective component a compound or pharmacologically 
acceptable salt thereof as claimed in claim 1. 
15 8. Tryptase inhibitor containing as effective 

component a compound or pharmacologically acceptable 
salt thereof as claimed in claim 1. 

9. Anti-allergy agent based on tryptase 

inhibition, containing as effective component a 
20 compound or pharmacologically acceptable salt thereof 
as claimed in claim 1. 
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Working Example 1: Synthesis of cis-1, 5 -bis [4- (5- 
amidinobenzof uran- 2 -ylcarbonyl ) piperaz inyl - 1 - yl - 
carbonylmethyloxy] cyclooctane di hydrochloride 

Working Example 2: Synthesis of 1 , 4 -bis [4- (5- 
amidinobenzof uran- 2 -ylcarbonyl ) piperazinyl - 1 - yl - 
carbonylmethyloxy] benzene dihydrochloride 

Working Example 5: Synthesis of cis-1 , 5-bis [4- (5- 
amidinobenzof uran- 2 -ylcarbonyl ) piperazinyl - 1 -yl - 
carbonyloxy] cyclooctane dihydrochloride 

Working Example 10: Synthesis of 1 , 4-bis [4 - [5-amidino- 
4,5,6, 7-tetrahydrothieno [3 , 2-C] pyridin-2-yl- 
carbonyl ] piperazinyl - 1 -ylcarbonylmethyloxy] benzene 
diacetate 

Working Example 22: Synthesis of 1 , 5-bis [4 - (5- 
amidinobenzof uran- 2 -ylcarbonyl ) piperazinyl - 1 -yl ] azelaic 
acid amide ditrif luoroacetate 
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